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CERTIF@D M@L - RETURJ!.MCE1lyf WO UEti?TEQ

Miles II white

Chahman’andChief Executive Offioer ,.
Abbott UxhatOries, Inc.
One Abbott Park Road
~~tt p- IL 60064

Dear Mr. J!VMB

The hod ftnd~ruglhhnhistmtion (FDA) conducted an iZISpOCtiOZlof Abbott
Laboratori~, k. bated at 14* Street and Sheri@n ka~ North Chicago, 111.inois,
between arch 13 and 22,2000. During the impeotio~ FDA investigators documented

7viokdons f Section 501(a)(2)(B) of the Federai Food, Drug and Cosmetic Act (FD&C ,
A@)and deviations tim the applieabk standards and requirements of Subchapter C
Parts 21Oakd211. and SubchapterF’Parts 600-680, Titk 21, Code_ofRx@@
~ (21 CFR). The d~iatiom notti on the Form FDA 483, Inspeethmd
Observations, issued at the conclusion of the inspection include, but are not limked to,
tbe Mowing:

L Failure ~ establish appropriate time limits for the eornpletion of eaoh phase of
prodtwtlonto assure quality oftlw drug product [21 CFR 211.111],in that no
pmeemikg hold time has been established between the manufhetureof Herein
solution and the start of lyophilizatioa for the manui%cture of Panhematim

2. Failure@ establish appropriate pmctidures for the validation of a sterilktion process
to prevebt microbiological eontarnination of product [21 CFR211.1 13(b)], in that
product ~ecific sterilizing filter wdidfion studies (bacterial ohallenge and
extractable] have not been completed for Penhematin.

3. Failure to estab[ish and follow contrcd procedures to monitor the output and tO
validate the perhnanee of those rnarwf’’tting processes that may be responsible
for oausi~gvariability in the charsmxisties of in-process material and the drug
product 121 CFR21 I. 110(a)], in that specifications for bulk Herein have not been
established fir the total related oompounds, acetic acid content, and total residue
solvents tests.
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4. Failure to i.dbm the Food snd Drug Adrniohtration about each change ht the
p*ct, pmduetion pnxoss, quatityeontrols, equipmq fkoilities, responsible
pcmmne~ or label@ established in the approved tieeose appliootion[21 CFR
601.12]. For exarnpk, the followingchanges have not been submittal

a) _ in the site of pymgen testing for the finished product Panhematin; “

b) ChsngeSin the temperature range aqj influx time ofreactoa used in the
manufiwtureof Homin,

c) ‘he addition of a hot pre-ooat sparkler in the manufketureof Hernia,
.

5, Failwk to establish and fbllow procedures h the selection of sterility test sampIesfix
,batch@of finished product Panh-, to ensure that the samples seleoted represent
all stages of the filling operation [21 CFR 610,12(d)(2), 21 ~ 211.MO(a)].

6. Failuroto main~”n and fbllow adequatewrittea prueedures dcwrib~ the Mndling of
al! wriUenand oral eompkints regaN@ a drug product [21 CFR 211. 198] in that lot
numbers were not obtained fir 12 of 13 reported adverm events rdatiog.to
I%nh~at& during the time period of 16 months prior to the inapeetion.

I

We aekno/vledgereeeipt of your written responsedated @ril 6,2000, which addresses
the inspec$ond observations on the Form FDA 483 issued at the close of the inspection,
We have rWkwed the contents of your response, Comeotive actions addruased in your
letter may $e referenced in yo~”re$po~e to tits letter, * appropriaW, however, your

i
response d d not provide sufficient detail to fbHy assess the a&quacy of the corrective
actions. O #rcomments and requests for fhrtlxz information regardb+g eorreotive aethn .
are detail~. below, The items eocrespond to the observations listed on the Form FDA
483;

u!!ml.~
Please provido tin& ties for the compktion of concurrentvalidation regaling
maximum “IW3SS~=.q

ka’M;
In your response you state that the change in the site of pyrogen testing fix Panhematin
will be included in Abbott’s Annual ReporL It is our view that this change should be
rePorted as ~ Changes Being Effeeted in 30 Days supplement in accordance with 21 CFR
601.12 (c)(Z)(i).

.

J&!?lJz:
Please note that all training provided to employees should be documented.
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Neither th@letter nor the list of inspoctknal observstitms (Form FDA 483) is meant to be
an all-iQohIsivelist of de5eiencks that may exist at your fiuility. It is your msponsiiility
SSmsnagoment to assurv that your establishmea.tis in compliance with all requirements
of tho fbdoralregulations. Fedeml agenciesare advised of the issuance of all W_
Letters about drugs so thai they rIMytake this infonnatiou ti account when considering
the award of Contmots.

Please notify this ofico in writing within 15working da~ ofrmeipt of this letter, of any
steps you have taken or will take to correotthe noted violations and to prevent their
recurrence! If comectiveaotions caonot be completedwithin 15working days, state the
reason fbr the delay and the time within wbkh the oorreotiortswill be oornpleted, Failure
to prompti~ *rreot these deviations may result in regulatory action without fhrther
notice. SuFhactions include license suspension,revocatio~ aud seizure, Your reply
shouldbe sent to the U.S. J?oodand Drug Mminiw”orq Ceater fbr Biologios
Evahation and ReseamlL 1401Rocbib Pike, Suite 200 N. Rockvillq Maryland 20852-
1448,Ateutiom Division of Case Mana.gernen~ HFM-610. If you have any quoetions
re~i this letter, please contact Ms. Mary Malarkey, Acting Dkeot.or, Division of
Csse Managemen$ at (301) 827-6201.
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(Mice of Regional Operatiom


